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Commissioner for Patents 
U.S. Patent and Trademark Office 
2011 South Clark Place 
Customer Window 

Crystal Plaza Two, Lobby, Room 1B03 
Arlington, VA 22202 

Sir: 

PETITION TO WITHDRAW HOLDING OF ABANDONMENT 

UNDER 37 CF.R. 1.181 

In response to a copy of the Office Action, dated October 1, 2003, which was faxed to us 
on April 19, 2004, by the Examiner, Apphcants respectfully request the holding of abandonment 
be withdrawn and the issuance of the Office Action with a new date to Applicants' representative 
at the address provided below. 

Apphcants' representative never received the Office Action dated October 1, 2003, prior 
to April 19, 2004. As shown by the mailing address on the cover sheet of the Office Action, the 
Office Action was sent to the wrong address (see attached). 

On January 15, 2002, Apphcants' representative filed a Request for Customer Number 

Data Change for Customer Number 09629 (see attached), requesting a change in correspondence 

address to: 

Morgan, Lewis & Bockius, LLP 
1111 Pennsylvania Avenue, NW 
Washington, DC 20004. 
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Please note, as directed by the Declaration executed by the inventors and filed on August 10, 
2001, in Response to the Notice to file Missing Parts, all correspondence be addressed to the 
Customer Number 09629. However, the Office Action, dated October 1, 2003, was sent to a 
different address (see cover sheet of Office Action). 

Applicants' representative states that a copy of the Office Action, dated October 1, 2003, 
was not received prior to April 19, 2004. Also, Applicants' representative attests to the fact that 
a search of the file jacket and docket records indicates that the Office Action was not received 
prior to April 19, 2004. A copy of the docket record for this application is attached to show that 
if the Office Action dated October 1, 2003, were received, it would have been entered and a 
docketing prompt for responding to the Office Action on or before April 1, 2004, would have 
appeared on the attached docket record. 

In support of this petition, Applicants submit a copy of the following documents: 

a) Submission of Change of Correspondence Address dated January 15, 2002; 

b) Office Action, dated October 1 , 2003, with the old mailing address; 

c) Complete Response to Notice to File Missing Parts including the Declaration filed on 
August 10, 2001; and 

d) Docket record for 09/825,872. 

In view of the Change of Correspondence Address filed on January 1 5, 2002, Applicants 
respectfully petition the holding of abandonment be withdrawn and the issuance of a new copy 
of the Office Action with a new start date for responding. 
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According to MPEP 71 1 .03(c)(1), a fee is not required for filing a petition under 37 CFR 
1.181(a). However, if any fee is required, please charge the fee to Deposit Account No. 50-0310. 
If a fee is required for an extension of time under 37 C.F.R. § 1.136, such an extension is 
requested and the fee should also be charged to the Deposit Account. 

Respectfully submitted, 

MORGAN, LEWIS & BOCKIUS LLP 



By: tlo^fi^^— ^ 
Date: May 4, 2004 Michael S. Tuscan 

CUSTOMER NO. 09629 Reg. No. 43,210 

MORGAN, LEWIS & BOCKIUS LLP 

1111 Permsylvania Ave., N.W. 
Washington, D.C. 20004 
(202) 739-3000 
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Approved for use through 6/30/99. OIVIB 0651-0035 
Patent and Trademark Office: U.S. DEPARTMENT OF COMIVIERCE 



Undfip the Paperworl< Reduction Act of 1995, no persons are required to respond to a collection of Information unless it displays a valid 0MB control number. 



Request for 
Customer Number 
Data Change 



Address to: 

Assistant Commissioner for Patents 
Box CN 

Washington, DC 20231 



To the Commissioner of Patents and Trademarks: 
Please record the following data changes to Customer Number: 



Type Customer Number here 



009629 



[Xl Please change Correspondence Address to: 




Place CCtQtf^nt^ber 
Bar CoddFabirfi7re 

PATENT TRADEMARK OFFICE 



Firm or 

Individual 

Name 



Morgan Lewis & Bockius LLP 



Address 



1111 Petinsylvania Avenue, N.W, 



Address 



City 



Washington 



State 



D.C. 



ZIP 



20004 



Country 



United States 



Telephone 



(202) 739-3000 



Fax 



(202) 739-3001 



I I Please delete the following practitioner registration number (s) from the Customer Number indicated above: 



I I Please add the following practitioner registration numbers to the Customer Number indicated above: 



□ Additional practitioner registration numbers are listed on supplemental sheet(s) attached hereto 



Request Submitted by: 



Firm Name (If applicable) 



Morgan Lewis & Bockius LLP 



Name of Person 
submitting request 



John G. Smith 



Signature 




Telephone Number 



(202) 739-3000 



Date 



Burden Hour Statement: This form Is estimated to take 0.2 hours to complete. Time will vary depending upon the needs of the individual case. Any 
comments on the amount of time you are required to complete this form should be sent to the Chief Information Officer, Patent and Trademark Office, 
Washington, DC 20231. DO NOT SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Assistant Commissioner for Patents, Box CN, 
Washington, DC 20231. 
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Application No- 
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Applicants) 

SOLOMON ET AL. 



Iffice Action Summary 




Period for Reply period FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 

^heSSa^of^^ 




^*'nn Responsive to communi«tion(s) filed on 14Ja/L22^ 

\-, • eiMAi 2b)t3 This aciion is non-final. 

23)0 This action is FINAL. proseculion as to the merits is 

Disposition of Claims 

AG Cla.m{s) t;2a2d 32:57 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) E Cla.m(s)ila£2cL3^5Z is/are rejected. 

7) n Claim(s) is/are objected to. 

8) p ciaim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) 0 The specification is objected to by the Examiner. 

V; . /^«.«H«n is/are- a)D accepted or b)D objected to by the Examiner. 
1 0)0 The drawing(s) filed on is/are. a)i_i -i^, w 

Aoolteant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1^85(a). 

Applicant may nox requ anoroved biD disapproved by the Examiner. 

1 1 )□ The proposed drawing correction filed on is. a)U approvea d,u o W 

,f approved, corrected drawings are required in reply to this Office action. 
12)D The oath or declaration is objected to by the Examiner. 

a)OAIl b)D Some*c)n None of: 

1 □ certified copies of the priority documents have been received. 

2 D certified copies of the priority documents have been received in Applicatior. No . 
a n copies of the certified copies of the priority do^ments have bee„ received in this National Stage 
3.U ^°P'®;JLtion from the In^ . ..^ 

. see the attac?,e deSled Office action for a list of the cert^ed copies not received. 
urn ^ledgment is made of a claim for domestic pHority under 35 U.S.C § 1 1 9(e) (to a provisional application). 

a) □ TT>e translation of the foreign language provisional ^^^^"^'^^'"'^'^^^^^^ 
1 5)D Acknowledgment is made of a claim for domestic pnor.ty under 35 U.S.C. §§ 120 and/or 121 . 

AltachmenKs) 



1) n Notice of References Cited (PT0692) 

2) □ Notice of Draftsperson's Patent Drawing Review {PT0.946) 

3) □ information Disclosure Slatertient(s) (PTO-1449) Paper No<s) . 



4) □ Interview Summary (PTOSIS) Paper No(s). 



5) Q Notice of Informal Patent Application (PTO-152) 

6) D Other: 



U $. Palenl »nC Tradefflflrtt Office 

PTOU-326 (Rev, 04-01) 



Office Action Summary 



Part of Paper No. 14 
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Application/Control Number: 09/825,872 
Art Unit: 1653 

DETAILED ACTION 
Status of the Claims 

1 Claims 1 -3 and 32-57 are pending. 

Applicants- a,.e„*n=„. f« July 14.2003 (Paper No. 13) is actowtedged. Appli.=an,s' 
has been fully considered. Cairns 1 , 50 and 57 have been amended, -n-erefore. ela,„. 

1-3 and 32-57 are examined. 

Rfi j^rtion Withdrawn 
Claim Rejections '35USC§112 

2. The previous rejection of claims 1. 2, 32-45, 50-52. 56 and 57 under 35 U.S.C. 1 12, 
second parag^ph, regarding antecedent basis, is withdrawn in view of applicants' amendment to 
the claim, and applicants' response at page 4 in Paper No. 1 3. 

Claim Rejections - 35 USC § 102 

3. The previous rejection of claims l, 3, 32-40, 46, 56 and 57 under 35 U.S.C. 102(b) as 
being anticipated by Kline et ai (WO 95/31996) is withdrawn in view of applicants' response at 
pages in Paper No. 13. 

4. The previous rejection of claims 53 and 54 under 35 U.S.C. 1 02(b) as being anticipated 
by Ostberg et al. (U. S. Patent 5,750,106) is withdrawn in view of applicants' response at pages 
5-6 in Paper No. 13. 

5. The previous rejection of claims 1, 3, 32-49, 56 and 57 are rejected under 35 
U.S.C. 102(a) as being anticipated by Schenk et al. (WO 99/27944) is withdrawn in view of 
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applicants' response at page 6 in Paper No. 13, 

Claim Rejections - 35 (JSC § 103 
, ,,.p„vious.jecUo„ofc,...»-55are.jec«d™de.35U.S,C..03(a)as..»B 

„„pa.e„uwe over Os,b=,g e. a, (U, S. Pa,e„. 5,750.,Oe) wi.b T.=ofa„ « i^- S- 
5.643,570) is withdrawn in vi«» of applicant' -^ponse a. pag« 6-7 in Paper No. 13. 

Sequence Listing 

, Fig. 3 conuins an amino acid sequence of .he firs. 58 residues of mouse AA amyloid, 
however,se,aence lis,ingeon.aini„g.hisse,uenee is no,provided.App.ican«m„s, comply 

rpTJ 1 871 -1 825') and submit a computer 
with the requirements of the sequence rules (37 CFR 1-821 i.^i^) 

V J . .onv nf .seanence listing, and a statement that the content of the 
readable form (CRF) and a paper copy of sequence nsung, ^.u 

paper and CRF are the same. 

Claim Rejections - 35 VSC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 112: 

-mc spcciflcauon shall con.ain a w.ne„ description "^JJ-^-'^-^^t:;!:!."^^ 

inventor of carrying out his mvcntion. 

8. Claims 1-3 and 32-57 are rejected under 35 US.C. 112. first paragraph, because the 
specification, while being enabl.ng for a method of removing amyloid deposits from mice, 
comprising administering synthetic fibrils composed of immunoglobulin light chain variable- 
region domains to generate an immune response and to reduce amyloid deposits; or. a 
pham^aceutical composition compnsing the synthetic fibrils, does not reasonably provide 
enablement for a method of removing amyloid deposits from a subject, comprising administering 
amyloid fibrils to generate an immune response, wherein the immune response promotes the 
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„„ova, of «y« deposit, or a ph.™ac=u..ca, con^posUion o, . vaccine compnsing *c 

..yloid r,bri,s. Where «,e protein *e amyloid flbdl. and .He aubjec, are no. defined. The 
3pecifica.iondoesno.cnah.eape,«,n*illedin*ea,.«.*chi,pe,tai„s.orwi**eh,ns 



most nearly 
claims. 



connected, to make and/or use the inv^tion commensurate in scope with these 



Claim 1-3 and 32-57 are directed to a method of removing amyloid deposits from a 
subject, comprising administering amyloid Ms to generate an immune response, wherein the 
immune response promotes the removal of amyloid deposits (claims 1. 2, 32-45, 50-52, 56 and 
57); or a pharmaceutical composition or a vaccine comprising the amyloid fibrils (claims 3, 46- 
49 and 53-55). The specification, however, only discloses cursory conclusions without data 
supporting the findings, which states that the present invention provides a method of removing 
amyloid deposits from a patient, comprising administering amyloid fibnls to generate an immune 
response that will promote the removal of in vivo amyloid fibrils (page 1 0, paragraph 0035). 
There are no indicia that the present application enables the full scope in view of a method of 
removing amyloid deposits by administering amyloid fibrils as discussed in the stated rejection. 
The present application provides no indicia and no teaching/guidance as to how the full scope of 
the claims is enabled. The factors considered in determining whether undue experimentation is 
required, are summarized in IrueWands (858 F2d at 731 ,737, 8 USPQ2d at 1400.1404 (Fed. 
Cir.1988)). The factors most relevant to this rejection are the breath of the claims, the absence of 
working examples, the state of the prior art and relative skill of those in the art. the 
unpredictability of the art, the nature of the art, the amount of direction or guidance presented, 
and the amount of experimentation necessary. 
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Application/Control Number: 09/825,872 
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( 1 ) . The breath of the claims: 

The breath of the claims is broad and encompasses unspecified variants regarding various 
amyloid fibrils and the subject, which are not adequately described or demonstrated in the 
specification. 

(2) . The absence or presence of working examples: 

There are no other working examples indicating a method of removing amyloid deposits 
from a subject by administering various amyloid fibrils except for using synthetic fibrils of 
immunoglobulin light chain variable-region domains to generate the immune response and to 
reduce amyloid deposits in mice (paragraphs 0128-0131). 

(3) . The state of the prior art and relative skill of those in the ait: 

The prior art indicates a method of treating patients suffering fi-om amyloidogenic 
disease by administering amyloid-p peptide or its variants to induce immune response against 
amyloid deposits in the patient (Kline et al, WO 95/31996; Schenk et ai, WO 99/27944), 
however, the general knowledge and level of the skill in the art do not supplement the omitted 
description, the specification needs to provide specific guidance on identities of the proteins or 
variants thereof in the amyloid fibrils, the treating conditions to a subject, and the effects of 
amyloid fibrils to be considered enabling. 
(4). Predictability or unpredictability of the art: 

The claims encompass a method of removing amyloid deposits from a subject, 
comprising administering amyloid fibrils to generate an immune response, which promotes the 
removal of amyloid deposits. However, the specification does not demonstrate the effects of 
amyloid fibrils containing various proteins or the variants thereof except for administering 
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synthetic fibrils ofimmunoglobulin light chain variable-region domains to mice. Therefore, the 
invention is highly unpredictable regarding the outcome of the claimed method. 

(5) . The amount of direction or guidance presented and the quantity of experimentation 

necessary: 

The claims are directed to a method of removing amyloid deposits from a subject, 
comprising administering amyloid fibrils to generate an immune response, and a pharmaceutical 
composition or a vaccine comprising the amyloid fibrils. The specification indicates amyloid 
fibril encompasses fibrils of immunoglobulin light chain, amyloid A protein, beta 2- 
microglobulin, transthyretin, cystatin C variant, gelsolin, procalcitonin, PrP protein, amyloid 
beta-protein. ApoA, lysozyme, variants thereof or allelic variants thereof {paragraph 0078). 
However, the speci fication has not identified any variant of amyloid protein in the amyloid 
fibrils, nor has demonstrated the administration of any amyloid fibrils containing various 
amyloid proteins to a subject except for administering synthetic fibrils of immunoglobulin light 
chain variable-region domains to mice, where the effect is disappearance of the lump (paragraphs 
0128-0131). There are no working examples demonstrating the effects of amyloid fibrils 
containing various amyloid proteins or variants thereof in subjects other than micc. Since the 
specification fails to provide sufficient teaching on the identities of protein variants in the 
amyloid fibrils, the treating conditions such as the dose and the effects of various amyloid fibrils 
in the subject, it is necessary to carry out further experimentation to assess the effects of these 
amyloid fibrils in a subject. 

(6) . Nature of the Invention 
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The scope of the claims encompasses a method of removing amyloid deposits in a subject 
using amyloid fibrils to generate an immune response and to remove the in vivo amyloid 
deposits, and a pharmaceutical composition or a vaccine comprising amyloid fibrils, but the 
specification has not demonstrated the effects of various amyloid fibrils in a subject other than 
using a specific immunoglobulin light chain. Thus, the disclosure is not enabling for the reasons 
discussed above. 

In summary, the scope of the claim is broad, the working example does not demonstrate 
the variants in the method, the outcome is unpredictable regarding the effects of various amyloid 
fibrils, and the teachings in the specification are limited, therefore, it is necessary to have 
additional guidance and to carry out further experimentation to assess the effects of amyloid 
fibrils containing various amyloid proteins or variants thereof in the claimed method. 

In response, applicants indicate the specification (Example D) discloses mice, which are 
not TRIAD mice, immunized with synthetic fibrils of a immunoglobulin light chain variable- 
region domains and having anti-fibril antibodies, were administered a subcutaneous bolus of 
human AL amyloid extract to yield AL amyloidma, where the lump disappeared within 5 days 
indicating removal of in vivo jimyloid deposits from mice; Hmcic et al. (October 2000, reference 
provided by applicant) indicate the monoclonal antibody (mAb) 11-1F4, generated by using 
heat-denatured k4 immunoglobulin light chain protein as immunogen expedited the resolution of 
light-chain associated amyloid deposits in mice; Wall et al. (2001 , reference provided by 
applicant) indicate the mAb n-lF4 expedited the removal of systemic AA amyloid deposits, 
composed of serum amyloid protein A, in a murine model of infiammation-associated 
amyloidosis; and O'Nuallain et al. (2002, reference provided by applicant) indicate two 



04/19/04 HON 11:33 FAX 703 305 7401 _.GP_J800 FAX MACHINE 8 @1009 





Application/Control Number: 09/825,872 ^ 
Art Unit; 1653 

confonnation-specific mABs WOl and W02. generated from fibrillar from Ab(l-40), recognize 
a generic amyloid fibnl epitope, thus, these publications provide evidence that a fibril-specific 
epitope exists, which is related to three dimensional structure of the fibril, and can be used to 
generate 'anti-fibril" antibodies that do not react with non-polymerized precursor protein and can 
bind to fibrils composed of structurally unrelated precursor proteins (pages 3-4 of the response). 
The response has been considered, and the argument is not fully persuasive because the 
references (published afler the priority date of the instant application, April 5, 2000) do not teach 
administering to a subject "amyloid fibrils" to remove amyloid deposits, they only teach anti- 
fibril antibody recognizes a generic amyloid fibril epitope and the administration of "anti-fibril 
antibody" to animal model reduces the content of amyloid, and the specification of the instant 
application has not demonstrated administering to a subject various amyloid fibrils containing 
different amyloid proteins generates immune response which promotes the removal of amyloid 
deposits, as encompassed by the claims, it only demonstrates the effect of a specific synthetic 
fibril of immunoglobulin light chain variable-region domains in mice as indicated in the section 
above. Thus, it requires to have additional guidance and to carry out further experimentation to 
assess the effects of amyloid fibrils containing various amyloid proteins or variants thereof in the 
claimed method. 

Claim Rejections - 35 USC § 112 
The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 
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9. Claims 37. 38 and 41-45 are rejected under 35 U.S.C. 112. second paragraph, as being 
indefinite for fail.ng to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

10. Claims 37 and 38 are indefinite because of the use of the term "cystatin C variant" or 'Ue 
one or more proteins is a variant or allelic variant thereof. The term "cystatin C variant- 
renders the claim indefinite, it is not clear what amino acid sequence is intended as to the cystatin 
C variant or the variant or allelic variant of the protein, how different the variant or allelic variant 
is from the parent compound, and whether the variant is functional. Claim 38 is also indefinite 
as to "Prp protein" and " ApoA 1 it is not clear what the term means. A fully spelled out word 
should be indicated. 

In response, applicants indicate it is well known the cystatin variant associated with 
■amylodosis causes Hereditary cystatin Amyloid Angiopathy, which is caused by a mutation in 
the gene encoding the cystatin C, and the reference of Grubb et al. shows the term "cystatin C 
variant" refers to the Leu68Gln variant form of cystatin C. The response has been fully 
considered, however, the argument is not found persuasive because the specification does not 
identify the variant, and the claim does not recite the limitation indicated by the reference, thus it 
is not known which cystatin C variant is intended. 

1 1 Claims 41-45 recite the limitation "the amyloid fibrils are removed" and "treatment of 
amyloid fibrils" in lines 1-2. There is insufficient antecedent basis for this limitation in the 
claim, claim 1 recites "amyloid deposits". 
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Conclusion 

12. No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Chih-Min Kam whose telephone number is (703) 308-9437. The 
examiner can normally be reached on 8.00-4:30, Mon-Fri. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Christopher Low can be reached on (703) 308-2923. The fax phone numbers for the 
organization where this application or proceeding is assigned are (703) 308-0294 for regular 
communications and (703) 308-4227 for After Final communications. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is (703) 308-0196. 

Chih-Min Kam, Ph. D. C 'if^ 
Patent Examiner 

September 25, 2003 

CK^tSWMt^ S. f. LOW 
SUPERI/IS<WY PATENT EKAMlMEft 
TECHNOLOGV CENTER 1100 
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